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Appendix A: Text of (he Claims as Amended in Submission Dated July 7, 2003 



1-84 (Previously cancelled) 

^^(Previously presented) An assay for determining the presence or amount of a free and 
complexed cardiac specific isoform of troponin in a patient sample, said assay comprising: 

<D . 

performing an immunoassay with an antibody which specifically binds sai d free cardiac 

specific isoform of troponin, and which specifically binds said cardiac specific isoform of 

[JL ) 

troponin in a binary complex comprising one other troponin component selected from the group 
consisting of troponin I, troponin C and v troponin T, and which specifically binds said cardiac 
specific isoform of troponin in a ternaiyxomplex comprising two other troponin components 
selected from the group consisting of troponin I, troponin C and troponin T; and 

detecting a signal from said immunoassay resulting from said antibody binding said free 
and complexed cardiac specific isoform of troponin, wherein said signal is at least a factor of two 
larger than a signal resulting from said antibody binding to an equal number of (i) free troponin 
components which are not said cardiac specific isoform of troponin; (ii) troponin complexes 
which do not comprise said cardiac specific isoform of troponin; or (iii) a combination of (i) and 
(ii), and wherein said signal is related to the presence or amount of said free and complexed 
cardiac specific isoform of troponin in said sample. j 

^fi^reviously presented) An assay according to claim^f wherein said patient sample is 
selected from the group consisting of a blood sample, a serum sample, and a plasma sample. 

/ 

JPffPreviously presented) An assay according to clainjj#fwherein said signal from said 
immunoassay resulting from said antibody binding said free and complexed cardiac specific 
isoform of troponin is at least a factor of five greater than said signal resulting from said 
antibody binding to an equal number of (i) free troponin components which are not said cardiac 
specific isoform of troponin; (ii) troponin complexes which do not comprise said cardiac specific 
isoform of troponin; or (iii) a combination of (i) and (ii). 
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(Previously presented) An assay for determining the presence or amount of free and 
complex ed cardiac specific isoforms of troponin in a patient sample, said assay comprising: 

performing an immunoassay with an antibody which specifically binds to free cardiac 
specific troponin I and cardiac specific troponin T, and which specifically binds to cardiac 
specific troponin I and cardiac specific troponin T in a complex comprising at least one other 
troponin component selected from the group consisting of troponin I, troponin C and troponin T, 
and which specifically binds to cardiac specific troponin I and cardiac specific troponin T in a 
ternary complex comprising two other troponin components selected from the group consisting 
of troponin I, troponin C and troponin T; and 

detecting a signal from said immunoassay resulting from said antibody binding said free 
and complexed cardiac specific isoforms of troponin, wherein said signal is at least a factor of 
two larger than a signal resulting from said antibody binding to an equal number of (i) free 
troponin components which are not said cardiac specific isoforms of troponin; (ii) troponin 
complexes which do not comprise said cardiac specific isoforms of troponin; or (iii) a 
combination of (i) and (ii), and wherein said signal is related to the presence or amount of said 
free and complexed cardiac specific isoforms of troponin in said sample. 

^ / £#T(Previously presented) An assay according to claim^S^wherein said patient sample is 
selected from the group consisting of a blood sample, a serum sample, and a plasma sample. 

^ J#f. (Previously presentetd) An assay according to claimjJSfwherein said signal from said 
immunoassay resulting from said antibody binding said free and complexed cardiac specific 
isoforms of troponin is at least a factor of five greater than said signal resulting from said 
antibody binding to an equal number of (i) free troponin components which are not said cardiac 
specific isoforms of troponin; (ii) troponin complexes which do not comprise said cardiac 
specific isoforms of troponin; or (iii) a combination of (i) and (ii). 



7X< 



. (Previously presented) An assay for determining the presence or amount of free and 
complexed cardiac specific troponin I in a patient sample, said assay comprising: 
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performing an immunoassay with an antibody which specifically binds to free cardiac 
specific troponin I, and which specifically binds to cardiac specific troponin I in a complex 
comprising at least one other troponin component selected from the group consisting of troponin 
C and troponin T, and which specifically binds to cardiac specific troponin I in a ternary 
complex comprising troponin C and troponin T; and 

detecting a signal from said immunoassay resulting from said antibody binding said free 
and complexed cardiac specific troponin I, wherein said signal is at least a factor of two larger 
than a signal resulting from said antibody binding to an equal number of (i) free troponin 
components which are not said cardiac specific troponin I; (ii) troponin complexes which do not 
comprise said cardiac specific troponin I; or (iii) a combination of (i) and (ii), and wherein said 
detectable signal is related to the presence or amount of said free and complexed cardiac specific 
troponin I in said sample. 

. 1 

J#T(Previously presented) An assay according to clairp^ffwherein said patient sample is 
selected from the group consisting of a blood sample, a serum sample, and a plasma sample. 

. i 

^^^(Previously presented) An assay according to claimr^Cwherein said signal from said 
immunoassay resulting from said antibody binding said free and complexed cardiac specific 
troponin I is at least a factor of five greater than said signal resulting from said antibody binding 
to an equal number of (i) free troponin components which are not said cardiac specific troponin 
I; (ii) troponin complexes which do not comprise said cardiac specific troponin I; or (iii) a 
combination of (i) and (ii). 

^^(Previously presented) An assay for determining the presence or amount of free and 
complexed cardiac specific troponin T in a patient sample, said assay comprising: 

performing an immunoassay with an antibody which specifically binds to free cardiac 
specific troponin T, and which specifically binds to cardiac specific troponin T in a complex 
comprising at least one other troponin component selected from the group consisting of troponin 
C and troponin I, and which specifically binds to cardiac specific troponin T in a ternary 
complex comprising troponin C and troponin I; and 
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detecting a signal from said immunoassay resulting from said antibody binding said free 
and complexed cardiac specific troponin T, wherein said signal is at least a factor of two larger 
than a signal resulting from said antibody binding to an equal number of (i) free troponin 
components which are not said cardiac specific troponin T; (ii) troponin complexes which do not 
comprise said cardiac specific troponin T; or (iii) a combination of (i) and (ii), and wherein said 
detectable signal is related to the presence or amount of said free and complexed cardiac specific 
troponin T in said sample. 



^(Previously presented) An assay according to claimSJAfwherein said patient sample is 
selected from the group consisting of a blood sample, a serum sample, and a plasma sample. 



immunoassay resulting from said antibody binding said free and complexed cardiac specific 
troponin T is at least a factor of five greater than said signal resulting from said antibody binding 
to an equal number of (i) free troponin components which are not said cardiac specific troponin 
T; (ii) troponin complexes which do not comprise said cardiac specific troponin T; or (iii) a 
combination of (i) and (ii). 

97-101 (Previously cancelled) 



lpZ: (Previously presented) An assay for determining the presence or amount of all free and 



complexed cardiac specific isoforms of troponin in a patient sample, said assay comprising: 

performing an immunoassay with an antibody which specifically binds all free cardiac 
specific isoforms of troponin, and which specifically binds all cardiac specific isoforms of 
troponin in a complex comprising at least one other troponin component selected from the group 
consisting of troponin I, troponin C and troponin T, and which specifically binds all cardiac 
specific isoforms of troponin in a ternary complex comprising two other troponin components 
selected from the group consisting of troponin I, troponin C and troponin T; and 

detecting a signal from said immunoassay resulting from said antibody binding said free 
and complexed cardiac specific isoforms of troponin, wherein said signal is related to the 
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presence or amount of all free and complex ed cardiac specific iso forms of troponin in said 
sample. 

/3 

J ^ ^p?f (Previously presented) An assay according to clairn^©^ wherein said patient sample is 
selected from the group consisting of a blood sample, a serum sample, and a plasma sample. 

/3 

1^ (Previously presented) An assay according to claimj-t^ wherein said signal is 
approximately equal for equal amounts of all cardiac specific isoforms of troponin. 

13 

jfe (Previously presented) An assay according to claim ±&f y wherein said signal is within 
20% for equal amounts of all cardiac specific isoforms of troponin. 

jrjjtfrf). (Previously presented) An assay according to claim Jj&Zf wherein said signal is within a 
„ factor of 2 for equal amounts of all cardiac specific isoforms of troponin. 

1 07- 1 1 3 (Previously cancelled) 



1^ ^l^T(Previously added) An assay for determining the presence or amount of a free and 
complexed cardiac specific iso form of troponin in a patient sample, said assay comprising: 

performing an immunoassay with an antibody which specifically binds said free cardiac 
specific isoform of troponin, and which specifically binds said cardiac specific isoform of 
troponin in a complex comprising at least one other troponin component selected from the group 
consisting of troponin I, troponin C and troponin T, and which specifically binds said cardiac 
specific isoform of troponin in a ternary complex comprising two other troponin components 
selected from the group consisting of troponin I, troponin C and troponin T; and 

detecting a signal from said immunoassay resulting from said antibody binding said free 
and complexed cardiac specific isoform of troponin, wherein said signal is related to the 
presence or amount of said free and complexed cardiac specific isoforms of troponin in said 
sample. 

^S^(Previously presented) An assay according to claim^K wherein said patient sample is 
selected from the group consisting of a blood sample, a serum sample, and a plasma sample. 
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2,0 l^^CPreviously presented) An assay according to claim^J^ wherein a signal detected from 
said immunoassay for an amount of said free cardiac specific isoform of troponin is 
approximately equal to a signal detected from said immunoassay for an equal amount of said 
complexed cardiac specific isoform of troponin. 

'5- 

2J (Previously presented) An assay according to claim^W, wherein a signal detected from 
said immunoassay for an amount of said free cardiac specific isoform of troponin is within 20% 
of a signal detected from said immunoassay for an equal amount of said complexed cardiac 
specific isoform of troponin. 

it 

^2>JJ^ (Previously P resente( *) An assay according to claim JJ^wherein a signal detected from 
said immunoassay for an amount of said free cardiac specific isoform of troponin is within a 
factor of 2 of a signal detected from said immunoassay for an equal amount of said complexed 
cardiac specific isoform of troponin. 



l^^reviously amended) An assay for determining the presence or amount of free and 
complexed cardiac specific iso forms of troponin in a patient sample, said assay comprising: 



performing an immunoassay with an antibody which specifically binds to free cardiac 
specific troponin I and free cardiac specific troponin T, and which specifically binds to cardiac 
specific troponin I and cardiac specific troponin T in a complex comprising at least one other 
troponin component selected from the group consisting of troponin I, troponin C and troponin T, 
and which specifically binds to cardiac specific troponin I and cardiac specific troponin T in a 
ternary complex comprising two other troponin components selected from the group consisting 
of troponin I, troponin C and troponin T; and 

detecting a signal from said immunoassay resulting from said antibody binding said free 
and complexed cardiac specific isoforms of troponin, wherein said signal is related to the 
presence or amount of said free and complexed cardiac specific isoforms of troponin in said 
sample. ,4 

j^i|f (Previously presented) An assay according to claimj^0f wherein said patient sample is 
selected from the group consisting of a blood sample, a serum sample, and a plasma sample. 
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l^f^Previously presented) An assay according to claim \^f, wherein a signal detected from 
said immunoassay for an amount of said free cardiac specific isoforms of troponin is 
approximately equal to a signal detected from said immunoassay for an equal amount of said 
complexed cardiac specific isoforms of troponin. 

93 

^iip (Previously presented) An assay according to claim wherein a signal detected from 
said immunoassay for an amount of said free cardiac specific isoforms of troponin is within 20% 
of a signal detected from said immunoassay for an equal amount of said complexed cardiac 
specific isoforms of troponin. 



-yrt 1^1[Previously presented) An assay according to clain^^C wherein a signal detected from 
' said immunoassay for an amount of said free cardiac specific isoforms of troponin is within a 
factor of 2 of a signal detected from said immunoassay for an equal amount of said complexed 
cardiac specific isoforms of troponin. 

J^tPreviously presented) An assay for determining the presence or amount of free and 
complexed cardiac specific troponin I in a patient sample, said assay comprising: 

performing an immunoassay with an antibody which specifically binds to free cardiac 
specific troponin I, and which specifically binds to cardiac specific troponin I in a complex 
comprising at least one other troponin component selected from the group consisting of troponin 
C and troponin T, and which specifically binds to cardiac specific troponin I in a ternary 
complex comprising troponin C and troponin T; and 

detecting a signal from said immunoassay resulting from said antibody binding said free 
and complexed cardiac specific troponin I, wherein said signal is related to the presence or 
amount of said free and complexed cardiac specific troponin I in said sample. 

y it 

J2$T(Previously presented) An assay according to claim^p^ wherein said patient sample is 
selected from the group consisting of a blood sample, a serum sample, and a plasma sample. 

^ 0 (Previously presented) An assay according to claim^4fwherein a signal detected from 
said immunoassay for an amount of said free cardiac specific troponin I is approximately equal 



0LMR241731.1 



31 



PATENT 
071949-2104 

to a signal detected from said immunoassay for an equal amount of said complexed cardiac 
specific troponin I. 

3 \ P^CPreviously presented) An assay according to claim ^J2^, wherein a signal detected from 
said immunoassay for an amount of said free cardiac specific troponin I is within 20% of a signal 
detected from said immunoassay for an equal amount of said complexed cardiac specific 
troponin I. 

3 "2* (Previously presented) An assay according to claim 124fwherein a signal detected from 
said immunoassay for an amount of said free cardiac specific troponin I is within a factor of 2 of 
a signal detected from said immunoassay for an equal amount of said complexed cardiac specific 
troponin I. 

^3 J,^(Previously presented) An assay for determining the presence or amount of free and 
complexed cardiac specific troponin T in a patient sample, said assay comprising: 

performing an immunoassay with an antibody which specifically binds to free cardiac 
specific troponin T, and which specifically binds to cardiac specific troponin T in a complex 
comprising at least one other troponin component selected from the group consisting of troponin 
I and troponin C, and which specifically binds to cardiac specific troponin I in a ternary complex 
comprising troponin I and troponin C; and 

detecting a signal from said immunoassay resulting from said antibody binding said free 
and complexed cardiac specific troponin T, wherein said signal is related to the presence or 
amount of said free and complexed cardiac specific troponin T in said sample. 

^ 4" J^(Previously presented) An assay according to claim^p$f wherein said patient sample is 
selected from the group consisting of a blood sample a serum sample, and a plasma sample. 

^^^I'^reviously presented) An assay according to claim J^Pfwherein a signal detected from 
said immunoassay for an amount of said free cardiac specific troponin T is approximately equal 
to a signal detected from said immunoassay for an equal amount of said complexed cardiac 
specific troponin T. 
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2^ ^2?*fPreviously presented) An assay according to claim^#f wherein a signal detected from 
said immunoassay for an amount of said free cardiac specific troponin T is within 20% of a 
signal detected from said immunoassay for an equal amount of said complexed cardiac specific 
troponin T. 



(Previously presented) An assay according to claim wherein a signal detected from 
said immunoassay for an amount of said free cardiac specific troponin T is within a factor of 2 of 
a signal detected from said immunoassay for an equal amount of said complexed cardiac specific 
troponin T. 

^^^resently Amended) An assay for determining the presence or amount of a free and 
complexed cardiac specific isoform of troponin in a patient sample, said assay comprising: 

performing an immunoassay with An assay according to claim 8 5. wher e in said antibody 
is an antibody cocktail which specifically binds said free cardiac specific isoform of troponin, 
and which specifically binds said cardiac specific isoform of troponin in a binary complex 
comprising one other troponin component selected from the group consisting of troponin I. 
troponin C and troponin T, and which specifically binds said cardiac specific isoform of troponin 
in a ternary complex comprising two other troponin components selected from the group 
consisting of troponin L troponin C and troponin T; and 

detecting a signal from said immunoassay resulting from said antibody cocktail binding said free 
and complexed cardiac specific isoform of troponin, wherein said signal is at least a factor of two 
larger than a signal resulting from said antibody binding to an equal number of (i) free troponin 
components which are not said cardiac specific isoform of troponin; (iO troponin complexes 
which do not comprise said cardiac specific isoform of troponin; or (iiO a combination of (0 and 
(HV and wherein said signal is related to the presence or amount of said free and complexed 
cardiac specific isoform of troponin in said sample . 

^\ ^(Presently Amended) An assay for determining the presence or amount of free and 
complexed cardiac specific isoforms of troponin in a patient sample, said assay comprising: 



DLMR241731.1 



33 



PATENT 
071949-2104 



performine an immunoassay with An assay according to claim 88 , wher e in said antibody 
is an antibody cocktail which specifically binds to free cardiac specific troponin I and cardiac 
specific troponin T. and which specifically binds to cardiac specific troponin I and cardiac 
specific troponin T in a complex comprising at least one other troponin component selected from 
the group consisting of troponin I troponin C and troponin T. and which specifically binds to 
cardiac specific troponin I and cardiac specific troponin T in a ternary complex comprising two 
other troponin components selected from the group consisting of troponin L troponin C and 
troponin T: and 

detecting a signal from said immunoassay resulting from said antibody cocktail binding said free 
and complexed cardiac specific isoforms of troponin, wherein said signal is at least a factor of 
two larger than a signal resulting from said antibody binding to an equal number of (i) free 
troponin components which are not said cardiac specific isoforms of troponin; (ii) troponin 
complexes which do not comprise said cardiac specific isoforms of troponin; or (iii) a 
combination of (i) and (ii), and wherein said signal is related to the presence or amount of said 
free and complexed cardiac specific isoforms of troponin in said sample . 



!Q (Presently Amended) An assay for determining the presence or amount of free and 
complexed cardiac specific troponin I in a patient sample, said assay comprising: 

performing an immunoassay with An assay according to claim 9L wh e r e in said antibody 
is an antibody cocktail which specifically binds to free cardiac specific troponin I. and which 
specifically binds to cardiac specific troponin I in a complex comprising at least one other 
troponin component selected from the group consisting of troponin C and troponin T. and which 
specifically binds to cardiac specific troponin I in a ternary complex comprising troponin C and 
troponin T: and 

detecting a signal from said immunoassay resulting from said antibody cocktail binding said free 
and complexed cardiac specific troponin I. wherein said signal is at least a factor of two larger 
than a signal resulting from said antibody binding to an equal number of (i) free troponin 
components which are not said cardiac specific troponin I: fii) troponin complexes which do not 
comprise said cardiac specific troponin I: or fiii) a combination of fi) and (ii), and wherein said 
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detectable signal is related to the presence or amount of said free and complexed cardiac specific 
troponin I in said sample . 



\yr (Presently Amended) An assay for determining the presence or amount of free and 



complexed cardiac specific troponin T in a patient sample, said assay comprising: 

performing an immunoassay with An assay according to claim 9 4 , wh e r e in said antibody 
is an antibody cocktail which specifically binds to free cardiac specific troponin T. and which 
specifically binds to cardiac specific troponin T in a complex comprising at least one other 
troponin component selected from the group consisting of troponin C and troponin L and which 
specifically binds to cardiac specific troponin T in a ternary complex comprising troponin C and 
troponin I; and 

detecting a signal from said immunoassay resulting from said antibody cocktail binding said free 
and complexed cardiac specific troponin T« wherein said signal is at least a factor of two larger 
than a signal resulting from said antibody binding to an equal number of (i) free troponin 
components which are not said cardiac specific troponin T; (ii) troponin complexes which do not 
comprise said cardiac specific troponin T; or fiii) a combination of ( i) and (ii), and wherein said 
detectable signal is related to the presence or amount of said free and complexed cardiac specific 
troponin T in said sample . 



1 y&. (Presently Amended) An assay for determining the presence or amount of all free and 



complexed cardiac specific isoforms of troponin in a patient sample, said assay comprising: 

performing an immunoassay with An assay according to claim 102, wh e r e in said 
antibody is an antibody cocktail which specifically binds all free cardiac specific isoforms of 
troponin, and which specifically binds all cardiac specific isoforms of troponin in a complex 
comprising at least one other troponin component selected from the group consisting of troponin 
L troponin C and troponin T. and which specifically binds all cardiac specific isoforms of 
troponin in a ternary complex comprising two other troponin components selected from the 
group consisting of troponin L troponin C and troponin T: and 
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detecting a signal from said immunoassay resulting from said antibody cocktail binding said free 
and complexed cardiac specific isoforms of troponin, wherein said signal is related to the 
presence or amount of all free and complexed cardiac specific isoforms of troponin in said 
sample. 



} 1^8: (Presntly Amended) An assay for determining the presence or amount of a free and 
complexed cardiac specific isoform of troponin in a patient sample, said assay comprising: 

performing an immunoassay with An assay according to claim 11 4 . wh e r e in said 
antibody is an antibody cocktail which specifically binds said free cardiac specific isoform of 
troponin, and which specifically binds said cardiac specific isoform of troponin in a complex 
comprising at least one other troponin component selected from the group consisting of troponin 
L troponin C and troponin T. and which specifically binds said cardiac specific isoform of 
troponin in a ternary complex comprising two other troponin components selected from the 
group consisting of troponin I. troponin C and troponin T: and 

detecting a signal from said immunoassay resulting from said antibody cocktail binding said free 
and complexed cardiac specific isoform of troponin, wherein said signal is related to the 
presence or amount of said free and complexed cardiac specific isoforms of troponin in said 
sample . 



1^6. (Presently Amended) An assay for determining the presence or amount of free and 
complexed cardiac specific isoforms of troponin in a patient sample, said assay comprising: 

performing an immunoassay with An assay according to olaim 1 19 T wh e r e in said 
antibody is an antibody cocktail which specifically binds to free cardiac specific troponin I and 
free cardiac specific troponin T. and which specifically binds to cardiac specific troponin I and 
cardiac specific troponin T in a complex comprising at least one other troponin component 
selected from the group consisting of troponin I, troponin C and troponin T. and which 
specifically binds to cardiac specific troponin I and cardiac specific troponin T in a ternary 
complex comprising two other troponin components selected from the group consisting of 
troponin I. troponin C and troponin T: and 
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detecting a signal from said immunoassay resulting from said antibody cocktail binding said free 
and complexed cardiac specific isoforms of troponin, wherein said signal is related to the 
presence or amount of said free and complexed cardiac specific isoforms of troponin in said 
sample . 



W(. (Presently Amended) An assay for determining the presence or amount of free and 
complexed cardiac specific troponin I in a patient sample, said assay comprising: 

performing an immunoassay with An assay according to claim 12 4 . wh e r e in said 
antibody is an antibody cocktail which specifically binds to free cardiac specific troponin I, and 
which specifically binds to cardiac specific troponin I in a complex comprising at least one other 
troponin component selected from the group consisting of troponin C and troponin T, and which 
specifically binds to cardiac specific troponin I in a ternary complex comprising troponin C and 
troponin T: and 

detecting a signal from said immunoassay resulting from said antibody cocktail binding 
said free and complexed cardiac specific troponin L wherein said signal is related to the presence 
or amount of said free and complexed cardiac specific troponin I in said sample . 

(Presently Amended) An assay for determining the presence or amount of free and 
complexed cardiac specific troponin T in a patient sample, said assay comprising: 

performing an immunoassay with An assay according to claim 129. wh e r e in said 
antibody is an antibody cocktail which specifically binds to free cardiac specific troponin T. and 
which specifically binds to cardiac specific troponin T in a complex comprising at least one other 
troponin component selected from the group consisting of troponin I and troponin C. and which 
specifically binds to cardiac specific troponin I in a ternary complex comprising troponin I and 
troponin C: and 

detecting a signal from said immunoassay resulting from said antibody cocktail binding 
said free and complexed cardiac specific troponin T. wherein said signal is related to the 
presence or amount of said free and complexed cardiac specific troponin T in said sample . 
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